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Box No. I Basis of the report 



1 . With regard to the language, this report is based on the international appUcation in the language in which it was filed, unless 
otherwise indicated under this item. 

I [ This report is based on translations from the original language into the. following language 
which is the language of a translation furnished for the purposes of: 

I I international search (under Rules 12.3 and 23. 1 (b)) 

I [ publication of tiie international appUcation (under Rule 12.4) 

I I international preliminary examination (under Rules 55.2 and/or 55.3) 
With regard to the elements of the international application, this report is based on (replacement sheets which have been 
furnished to the receiving Office in response to an invitation under Article 14 are referred to in this report as "originally 
filed" and are not annexed to this report): 
I I the international appUcation as originally filed/furnished 

[x1 the description: 

pages 1-83 as originally filed/furnished 
pages* receivedbytiiis Authority on with the letter of 
pages* received by tins Authority on with the letter of . 



X 



the claims: 



I I the drawings: 



pages as originally filed/furnished 

pages* as amended (together with any statement) under Article 19 

pages* 84 - 90 received by this Authority on 2 June 2005 with the letter of 2 June 2005 
pages* received by this Authority on with the letter of 



pages as originally filed/furnished 
pages* received by this Authority on with the letter of 
pages* received by this Authority on with the letter of 

[X] a sequence Usting and/or any related table(s) - see Supplemental Box Relating to Sequence Listing. 

3. The amendments have resulted in flie canceUation of: 

I I the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/figs 

I I the sequence listing (specify): 

I I any table(s) related to the sequence listing (specify): 

4. I I This report has been established as if (some of) the amendments annexed to this report and Usted below had not been 

' — * made, since Ihey have been considered to go beyond the disclosure as filed, as indicated m flie Siqjplemental Box (Rule 
70.2(c)). 

I I the description, pages 

I ] the claims, Nos- ... 

I I the drawings, sheets/figs 

I I the sequence listing (specify): 

I I any table(s) related to the sequence listing (specify): 
* If item 4 applies, some or all of those sheets may be marked ^'superseded, " 
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Box No. V Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicabaity; 
citations and explanations supporting such statement 

1. Statement 



Novelty (N) 


Claims 


1-17 


YES 




Claims 




NO 


Inventive step (IS) 


Claims 


1-17 


YES 




Claims 




NO 


Industrial applicability (lA) 


Claims 


1-17 • 


YES 




Claims 




NO 



2. Citations and explanations (Rule 70.7) 

The present application relates therapeutic agents for treating inflammation of cells normal mammalian bronchial 
q)ithelial cells wherein the therapeutic agent reduces the levels or activity of FABP-4 (aP2) or FABP-5 (mall). 

The following citations are considered in this report: 

Dl. US 2003/0036070 

D2. EP 1 234 878 . • . 

D3. WO 2000/029621 

D4. WO 2000/059506 

D5. WO 2002/062848 

D6. EMBL Accession ID. HSALBP and PubMed Abstract 2481498 

D7. EMBL Accession ID. HSFABPHA and PubMed Abstract 15 12466 

US 2003/0036070 relates to methods for identifying and/or classifying patients with inflammatory bowel 
diseases (IBD) based on the findings that certain genes are differentially expressed in intestinal tissue of IBD 
patients compared with related normal cells. The citation discloses FABP-4 as one of these genes, see table 1 at 
page 27; The citation does not disclose or suggest the use of these genes or their products for the treatment of 
inflammation of bronchial cells, such as asthma, and so the present claims must be regarded as being novel and 
inventive. 

EP 1 234 878 disploses the use of an antisense nucleotide to a disease-associated gene, which is useful as a 
diagnostic marker for bronchial asthma, chronic obstructive pulmonary disease, etc., an antibody against a 
disease-associated gene product, a method of screening a drug by using the disease-associated gene product, etc. 
The citation does not disclose or suggest the invention defined in the present claims. 

WO 2000/029621 teaches a method for simultaneously determining the levels of selected target polynucleotide 
sequences and for discovering new polynucleotides and polynucleotides of diagnostic and therapeutic value; it 
also provides polynucleotides that have been discovered to be significantly up-regulated in tissues and body 
fluids of aslJima patients. The citation does not disclose or suggest flie invention defined in the present clauns 



WO 2000/059506 discloses aP2-inhibiting heterocyclic-containing biphenyl compounds defined in present 
formula (J) in claim 8. The citation teaches the use of these compounds for treating diabetes and other chronic 
inflammatory and autoimmune/inflammatory diseases; it does not teach their use for treating asthma. The 
citation does not teach or suggest the use of the compounds for treating inflammation of bronchial cells or as an 
inhalant composition and so the present claims must be acknowledged as novel and inventive over this citation. 

Continued on supplemental sheet. . . 
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Supplemental Box Relating to Sequence Listing 



Continuation of Box No. I, item 2: 

1. With regard to any nucleotide and/or amino acid sequence disclosed in the international appUcation and necessary to the 
claimed invention, this report was established on the basis of: 

a. type of material 
[3r| a sequence listing 
I I table(s) related to the sequence listing 

b. format of material 
I I in written format 
[X| in computer readable form 

c. time of filing/furnishing 
[x] contained in the international application as filed 

[ I filed together with the international application in computer readable form 
I — I furnished subsequently to this Authority for the purposes of search and/or examination 
[ [ received by this Authority as an amendment* on 

2 n In addition, in the case that more than one version or copy of a sequence Hsting and/or table(s) relating thereto has been 
* *— ' filed or furnished, the required statements that the information in the subsequent or add^^^ 

in the application as filed or does not go beyond Ihe appUcation as filed, as appropriate, were furnished. 

3. Additional conunents: 



* If item 4 in Box No. I applies, the listing and/or table(s) related thereto, which form pan of the basis of the report, may 
marked "superseded, " 



Fomi PCT/IPEA/409 (Supplemental Box Relating to Sequence Listing)(January 2004) 



INTERNATIONAL PRELIMINARY REPORT ON PATENTABILITY 



International application No. 
PCT/AU2004/0b0374 



Supplemental Box 

In case the space in any of the preceding boxes is not sufficient 
Continuation of Box V. 



WO 2002/062848 discloses a method of regulating CC3E13, which is expressed in cells involved in inflammatory 
expression, and is a potential target for treatment or prevention of allergic diseases including asthma. The citation does 
not disclose or suggest the invention defined in the present claims. 

PubMed Abstract 2481498 discloses human adipocyte lipid-binding protein, which from EMBL Accession Id. 
HSALBP has 100% identity with present SEQ. ID. NO. 8 (aP2). The citation does not disclose or suggest therapeutic 
agents that reduce the levels or activity of FABP-4 (aP2) or FABP-5 (mall. The present claims must therefore be 
acknowledged as novel and inventive over the citation. 

PubMed Abstract 1512466 discloses that PA-FABP, psoriasin, calgranulins A and B, and a few other proteins are 
strongly up-regulated and highly expressed in psoriatic skin. The sequence shown in EMBL Accession ID. 
HSFABPHA has 100% identity with present SEQ. ID. NO. 9 (FABP-5). The abstract teaches that PA-FABP mRNA is 
highly up-regulated in psoriatic keratinocytes but does not teach or suggest the use of compounds for treating 
inflammation of bronchial cells. The present claims must therefore be acknowledged as being novel and inventive. 



All claims meet the criterion of being industrially applicable. 
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CLAIMS 

1. A method for the treatment or prophylaxis of treating inflammation of normal 
mammalian bronchial epithelial cells said method comprising administering to a subject in 
need of treatment or prophylaxis a therapeutic agent which reduces the levels or activity of 
FABP-4 (aP2) and/or FABP-5 (mall). 

2. The method of Claim 1 wherein the mammalian bronchial epithelial cells are 
hvmian bronchial epithelial cells. 

3. The method of Claim 1 or 2 wherein the agent reduces the levels or activity of 
FABP-4 (aP2). 

4. The method of Claim 1 or 2 wherem the agent reduces tiie levels or activity of 
FABP-5 (mall). 

5. The method of Claim 1 wherein the therapeutic agent is administered as an 
inhalant. 

6. The method of Claim 1 wherein the subject is a himian. 

7. The method of Claim 1 for the treatment of asthma. 

8. The method of Claun 1 or 6 or 7 wherein the therapeutic agent is a heterocyclic 
containing biphenyl compound of Formula I:- 
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where: 

and R^ are the same or different and are indepoidently selected from H, 
alkyl, cycloalkyl, cycloalkenyl, aryl, heteroaryl, heteroarylalkyl, aralkyl, cycloheteroalkyl 
and cycloheteroalkylalkyl; 

r' is selected from hydrogen, halogen, alkyl, alkenyl, alkynyl, alkoxy, cycloalkyl, 
cycloalkylalkyl, cycloalkenyl, alkylcarbonyl, cycloheteroalkyl, cycloheteroalkylalkyl, 
cycloalkenylalkyl, haloalkyl, polyhaloalkyl, cyano, nitro, hydroxy, amino, alkanoyl, 
aUcylthio, alkylsulfonyl, alkoxycarbonyl, alkylaminocarbonyl, alkylcarbonylamino, 
alkylcarbonyloxy, alkylaminosulfonyl, alkylamino, dialkylamino, all optionally substituted 
through available carbon atoms with 1, 2, 3, 4 or S groups selected from hydrogen, halo, 
alkyl, polyhaloalkyl, alkoxy, haloalkoxy, polyhaloalkoxy, alkoxycarbonyl, alkenyl, 
alkynyl, cycloalkyl, cycloalkylalkyl, cycloheteroalkyl, cycloheteroalkylalkyl, hydroxy, 
hydroxyallQfl, nitro, cyano, amino, substituted amino, alkylamino, dialkylamino, thiol, 
alkylthio, alkylcarbonyl, acyl, alkoxycarbonyl, aminocarbonyl, alkynylaminocarbonyl, 
alkylaminocarbonyl, alkenylaminocarbonyl, alkylcarbonyloxy, alkylcarbonylamino, 
alkoxycarbonylamino, alkylsulfonyl, aminosulfinyl, aminosulfinyl, alkylsulfinyl, 
sulfonamido or sulfonyl; 

r" is selected from hydrogen, halogen, alkyl, alkenyl, alkynyl, alkoxy, aryl, heteroaryl, 
arylalkyl, heteroarylalkyl, arylalkenyl, arylalkynyl, cycloalkyl, cycloalkylalkyl, 
polycycloalkyl, polycycloalkylalkyl, cycloalkenyl, cycloalkynyl, alkylcarbonyl, 
arylcarbonyl, cycloheteroalkyl, cycloheteroalkylalkyl, cycloalkenylalkyl, 
polycycloalkenyl, polycycloalkenylalkyl, polycycloalkynyl, polycycloalkynylalkyl, 
haloalkyl, polyhaloalkyl, cyano, nitro, hydroxy, ammo, alkanoyl, aroyl, alkylthio, 
alkylsulfonyl, arylsulfonyl, alkoxycarbonyl, aryloxycarbonyl, alkylaminocarbonyl, 
arylaminocarbonyl, alkylcarbonylamino, alkylcarbonyloxy, alkylaminosulfonyl, 
arylaminosulfonyl, alkylamino, dialkylamino, all optionally substituted through available 
carbon atoms with 1, 2, 3, 4 or S groups selected from hydrogen, halo, alkyl, haloalkyl, 
polyhaloalkyl, alkoxy, haloalkoxy, polyhaloalkoxy, alkoxycarbonyl, alkenyl, alkynyl. 
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cycloalkyl, cycloalkylalkyl, cycloheteroalkyl, cycloheteroalkylalkyl, aryl, heteroaryl, 
arylalkyl, arylcycloalkyl, arylalkenyl, arylalkynyl, aryloxy, aryloxyalkyl, arylalkoxy, 
arylazo, heteroaryloxo, heteroarylalkyl, heteroarylalkenyl, heteroaryloxy, hydroxy, 
hydroxyalkyl, nitro, cyano, amino, substituted amino, alkylamino, dialkylamino, thiol, 
alkylthio, arylthio, heteroarylthio, arylthioalkyl, alkylcarbonyl, arylcarbonyl, acyl, 
arylaminocarbonyl, alkoxycarbonyl, aminocarbonyl, alkynylaminocarbonyl, 
alkylaminocarbonyl, alkenylaminocarbonyl, alkylcarbonyloxy, arylcarbonyloxy, 
alkylcarbonylamino, arylcarbonylamino, alkoxycarbonylamino, arylsulfinyl, 
arylsulfinylalkyl, arylsulfonyl, alkylsulfonyl, aminosulfmyl, aminosxilfonyl, 
arylsulfonylamino, heteroarylcarbonylamino, heteroarylsulfinyl, heteroarylthio, 
heteroarylsulfonyl, alkylsulfonyl, sulfonamido or sulfonyl; 

X is a bond or a linker group selected from (CH2)n, O (CH2) n, S (CH2) n, 
NHCO, CH=CH, cycloalkylene or N(R^) (CH2) n, (where n = 0-5 and is H, alkyl, or 
alkanoyl); 

Z is CO2H or tetrazole of the formula or its tautomer; and 




the group ^ represents a heterocyclic group (including heteroaryl and 
cycloheteroalkyl groups) preferably containing 5-members within the ring and containing 
preferably 1-3 heteroatoms within the ring, and which may further optionally include one 
or two substituents which are alkyl, alkenyl, hydroxyalkyl, keto, carboxyalkyl, carboxy, 
cycloalkyl, alkoxy, formyl, alkanoyl, alkoxyaikyl or alkoxycarboxyl; 

with the provisos that: - 

(1) n^^ when Z is CO2H and X is ©(CHj) „, S(CH2) n or N(R^) (CH2) „); and 
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(2) when is ^ , then X-Z may not be O-lower alkylene- 

CO2H or -O-lower alkylene-C02alkyl when and are both aryl or substituted aryl and 
R^ and R"^ are each hydrogen; 



or a stereoisomers of said compoimd. 

9. The method of Claim 8 wherem the group ^ comprises a heteroaryl 

group and a cycloheteroalkyl group comprising:- 

< 





or 




where: 

R* is selected from H, alkyl, haloalkyl, hydroxyalkyl, alkoxyalkyl, or alkenyl, 

and 



Amended Sheet 



PMTESCEStt^ymadoi d^miVl 2427070 ocnsihou pet uscndod dainu ff4,doc-02A>fi/03 



PCT/AU2004/000374 
Received 2 June 2005 



-88- 

R' and R'' are the same or different and are selected independently from H, 
alkyl, alkoxy, alkenyl, formyl, CO2H, CO2 Oower alkyl), hydroxyalkyl, alkoxyalkyl, 
CO(alkyl), carboxylalkyl, luiloalkyl, alkenyl or cycloalkyl. 

10. The method of Claim 8 or 9 wherein R', R' and R*^ groups, alkyl by itself or as 
part of another group comprising 1 to 6 carbons. 

1 1 . The method of Claim 8 or 9 or 1 0 wherein X-Z moieties comprise:- 

H R F F 



12. The method of Claim 8 or 9 or 10 or 1 1 wherein: 



' is 
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^ 



OX- 




is hydrogen, alkyl, fluoroalkyl or alkoxyalkyl, and where is hydrogen, 
alkyl, fluoroalkyl, alkoxy or hydroxyalkyl; 

R^ and R^ are each phenyl, substituted phenyl or cycloalkyl; 

R^ and R"^ are the same or different are independently selected from H, halo, 
alkyl or alkoxy; X is OCH2, NHCH2, CH2 or CH2CH2; and 

Z is CO2H or tetrazole. 

13. The method of any one of Claims 8 to 12 wherein:- 

VNA. IS 



wherein: 

R^ is hydrogen, alkyl or fluoroalkyl); 
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is hydrogen, alkyl, fluoroalkyl or alkoxy; 

and are each phenyl; 
R^ and R^^ are each H; X is OCH2, CH2 or NHCH2; and 
Z is CO2H or tetrazole. 

14. Use of a compound which reduces the levels or activity of FABP-4 and/or 
FABP-5 in the manufacture of a medicament for the treatment of inflammation of normal 
bronchial epithelial cells. 

15. Use of Claim 14 wherein the inflammatory condition is asthma. 

16. A method for the diagnosis of inflammation of normal bronchial epithelial 
cells, a propensity for development of such inflammation or for monitoring the efficacy of 
a therapeutic protocol to treat said inflammation, said method comprising determining the 
pattem of expression of FABP-4 or FABP-5 wherein up-regulated levels of FABP-4 or 
FABP-5 or the proteins encoded thereby is indicative of said inflammation. 

17. The method of Claim 16 wherein the inflammatory condition is asthma. 
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